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AMENDMF.KTS xn tb. n 

This listing of claims will replace all prior versions, and listings, of claims in the application: 

(Currently Amended) A compound having the formula (I) 

(R<s)m 

2 




or an enantiomer, diastereomer, or pharmaceutically-acceptable salt e^^ug thereof, wherein- 
X is selected from -0~, -OC(=OK -S-, ~S(=0)-, -SCV, -C(=0 K -C0 2 -, -NR,-, 

-NR 8 C(=0)-, -NRsC(=0)NR 9 -, -NRaCO.-, --NR 8 S0 2 -, -NR 8 S0 2 NR^ 5 -^0 2 NR 8 ~, 

-C(=0)NRr-, halogen, nitro, and cyano, or X is absent; 
Z is optionally-substituted heteroaryl; 

R, and R S are independently selected from hydrogen, alkyl, substituted alkyl, -OR I4 , -SR I4 , 

-OC(=0)R 14 , -C0 2 R M , -C(0)NR 14 R I4a , -NR l4 R I4a ,- S (=0)R H , -S 02 R 14 , -S0 2 NR 14 R 14 . 
-NR, 4 S0 2 NR 144 R„ b , -NR 14B S0 2 R I4 , -NR J4 C(=0)R 14a , -NR^CO^ 
-NR, 4 C(=0)NR J4(1 Ri 4b) halogen, nitro, and cyano; 

R 2 is hydrogen or C M alkyl; 

R 3 is hydrogen, methyl, perfluoromethyl, methoxy, halogen, cyano, NH 2) or NH(CH,); 
Ri is selected from: 

(a) hydrogen, provided that R, is not hydrogen if X is -S(K))-, -S0 2 - -NR«C0 2 - or 
-NRsSO,-; 

(b) alkyl, alkenyl, and alkynyl optionally independently substituted with keto and/or one 
to four R j 7 ; 
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(c) aryl and heteroaryl either of which may be optionally independently substituted with one 
to three R| 6 ; and 

(d) heterocyclo and cycloalkyl either of which may be optionally independently substituted 
with keto and/or one to three R J6 ; or 

(e) R4 is absent if X is halogen, nitro, or cyano; 

R< is attached to any available carbon atom of the phenyl ring and at each occurrence is 

independently selected from alkyl, halogen, trifluoromethoxy, trifmoromethyt, hydroxy, 
alkoxy, alkanoyl, alkanoyloxy, thiol, alkylthio, ureido. nino, cyano, carboxy, carboxyalkyl, 
carbainyl, alkoxycarbonyl, alkylthiono, arylthiono, arylsulfonylamine, alkylsulfonylamine,' 
sulfonic acid, aikysulfonyl, sulfonamido. phenyl, benzyl, aryloxy, and benzyloxy. wherein' 
each Re group in turn may be further substituted by one to two R, g ; 

Rs, R>, Ru, R,4a and R )4b are independently selected from hydrogen, alkyl, substituted alkyl, aryl, 
cycloalkyl, heterocyclo, and heteroaryl, except when R 14 is joined to a sulphonyl group as' in 
-S(=0)R u , -S0 2 R 14> and -NR J4o $0 2 Ri 4 , then R 14 is not hydrogen; 

R,6 is selected from alkyl, R l7 , and C M alkyl substituted with keto (O) and/or one to three R 17 ; 

R17JS selected from 

(a) halogen, haloalkyl, haloalkoxy, nitro, cyano, -SR a , -OR*, -NR^R*, -NR^SOjR^, 
-S0 2 R 2S , -S0 2 NR23R 243 -C0 2 R23, -C(=0)R 23 , -C(=0)NR 23 R24, -OC(«0)R 23 , 
-OC(=0)NR 23 R 24 , -NR 23 C(=0)R 24 , -NRj 3 C0 2 R 24 ; 

(b) aryl or heteroaryl either of Which may be optionally substituted with one to three R 26 , or 

(c) cycloalkyl or heterocyclo optionally substituted with keto(=0) and/or one to three R 26 ; 
R I8 and R 26 are independently selected from CMalkyl, C^alkenyl, halogen, haloalkyl, haloalkoxy, 

cyano, nitro, amino, CMalkylammo, aitiinoC M alkyl, hydroxy, hydroxy CMalkyl, C M alkoxy, 
C M alkyltIiio, phenyl, five to six membered heterocyclo, (phenyl)C M alkyl, phenoxy, and 
(phenyl)C M alkoxy; 

R 23 and R 24 are each independently selected from hydrogen, alkyl, alkeny), substituted alkyl, 

substituted alkenyl, aryl, cycloalkyl, heteroaryl, and heterocyclo; 
R25 is selected from alkyl, substituted alkyl, aryl, heteroaryl, cycloalkyl and heterocyclo; and 
m is 0, 1, 2 or 3. 

2. (Currently Amended) A compound of claim 1 having the formula (I*): 
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or a phannaceutically-acceptable salt B^^g thereof, in which Z is an optionally-substituted, 
monocyclic five-membered heteroaryl. 

3. (Currently Amended) A compound according to claim 1. or a phannaceutically-acceptable salt 
or prodrug thereof, in which Z is selected from one of: 
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and 
wherein, 

n is 0, 1,01-2; and 

R 7 is selected from hydrogen, C M alkyl, substituted C M alkyl, trifluoromethyl, trifluoromethoxy, 
halogen, cyano, amino, -NH(C M alkyl), NCCMalkyl^ hydroxy, C„alkoxy, thiol, alkylthio, 
phenyl, benzyl, phenyloxy, benzyloxy, C 3 . 7 cycloalkyl, iive-membered heteroaryl, and five to 
six membered heterocyclo; or as valence pennits, R 7 may be taken together with one of two 
bonds forming a double bond of ring Z to form a keto (=0) group, or two R 7 groups attached 
to adjacent carbon atoms or an adjacent carbon and nitrogen atom may join to form a fused 
heterocyclo or carbocyclic ring, said fused ring in turn being optionally substituted with one 
to two of C M alkyl, trifluoromethyl, trifluoromethoxy, halogen, cyano, amino, Cj. 
4aIkylalmino, hydroxy, C M alkoxy, phenyl, benzyl, phenyloxy, and benzyloxy. 

4. (Currently Amended) A compound according to claim 3, or a pharmaceuticaliy-acceptable salt 
o r prodrug thereof, in which 2 is one of: 




, wherein R 7 is lower alkyl and n is 0 or 



1. 



5. (Currently Amended) A compound of claim 2, or a pharmaceuUcally-acceptable salt efiHHHirug 
thereof, wherein: 

2 is a 1,3,4 oxadiazol-2-yl optionally substituted at the 5 position with a group selected from R 7a ; 
and 

R 7a is selected from Chalky], substituted C M alkyl, hydroxy, alkoxy, thiol, alkylthio, halogen, 
cyano, trifluoromethyl, trifluoromethoxy, amino, -NH(C M alkyl), and N(C M alkyl) 2 . 

6. (Currently Amended) A compound according to claim 2, or a pharmaceuticaliy-acceptable salt 
e^pfo4m^ thereof, wherein: 



PAGE 6/13 * RCVD AT 4/17/2006 1:59:46 PM [Eastern DayUght Time] ' SVR:USPTO-EFXRF-5/19 * DN1S:2738300 * CS!D:6092524S26 * DURATION (mm-ss):0342 



APR. 1 7. 2006 2:00PM 8MS PATENT DEPT NO. 1326 P. 7 ~ 

U.S. Serial No. 10/678,388 

Reply to Office Communication Dated: 17/Oct/2005 PagC 6 ° f 12 

Docket No.: QA0267B-US-CIP 

X is selected from -0-, ~0C(=O)-, -NR 8 C(=0)-, and -C(=0)NR<r; 

R, and R S are independently selected from hydrogen, alkyl, and substituted alkyl; 

R 3 is hydrogen, methyl, perfluoromethyl, methoxy, halogen, cyano, NH 2 , or NH(CH 3 ); 

R6 is attached to any available carbon atom of the phenyl ring and at each occurrence is 

independently selected from Cualkyl, halogen, trifluoromethoxy, trifluoromethyl, hydroxy, 
C M alkoxy, thiol, C M alkylthio, nitro, cyano, carboxy, and carboxyC^alkyl; and 

wisO, l,or2. 

7. (Currently Amended) A compound according to claim 6, or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 
Ri , R2 and R s are each hydrogen; 
R 3 is methyl, -CF 3 , or ~OCF 3 ; 

Rs and R9 are selected from hydrogen and C M alkyl; and 

R 6 is attached to the phenyl ring A at the 2 and/or 4 positions and is selected from CMalkyl! 

trifluoromethoxy, trifluoromethyl, and cyano; and 
m is 1 or 2. 

8. (Currently Amended) A compound according to claim 2, or a pharmaceutically-acceptable salt 
w-p«Kh=Hg thereof wherein: 
Ri, R2 and R 5 are each hydrogen; 
R 3 is meihyl; 

2 is U,4-oxadiazoI-2-yl or triazol-5-yl, each of Z optionally substituted with up to one of methyl or 
ethyl; 

X is -C(=0)- or -C(-0)-NH-; when X is -C(=0)-, then R, is phenyl or pyridyl optionally 

substituted with up to two R l6 ; and when X is -C(=0)NH-, R» is stra.ght or branched C 2 . 
• 6alkyl or optionally-substituted benzyl; ' 

R* is aitached to the phenyl ring at the 2 position and is methyl, ethyl, halogen, trifluoromethoxy, 
trifluoromethyl, hydroxy, methoxy, ethoxy, or cyano; 

R I6 is selected from C M alkyl, halogen, hydroxy, C M alkoxy, trifluoromethyl, trifluoromethoxy, 

cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C M alkyl), N(C M alkyl) 2 and/or 
a C M alkyl substituted with one to two of halogen, hydroxy, CMalkoxy, trifluoromethyl, 
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trifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2> NH(C M alkyl), 
and/or NCCj.jalkyl)^ and 

m is 1. 



9. (Currently Amended) A compound according to claim 1 or a pharmaceutically acceptable salt W 
prodrug thereof, in which Ri is hydrogen. 

10. (Currently Amended) A compound according to claim 1, or a pharmaceutical^ acceptable salt 
or prodrug thereof, in which Ri is hydrogen. 

1 3 . (Currently Amended) A compound according to claim 1, or a pharmaceutically-acceptable salt 
w prodrug thereof, wherein: 

R 3 is methyl, ~CF 3 , or ~OCF 3 . 

12. (Currently Amended) A compound according to claim I, or a pharmaceutically-acceptable salt 
or prodrug thereof, wherein: 

X is -C(=0)- or -C(=0)NH-. 

13. (Currently Amended) A compound according to claim 1 . or a pharmaceutically acceptable salt 
<*T*oa*«S thereof, in which X is -C(=0)NH- and R4 is CMalkyl, optionally-substituted benzyl, or 
a heterocyclic or heteroaryl ring selected from diazepinyl, morpholinyl, piperidinyl, and pyrrolidinyl, 
said heterocycle being optionally substituted with one to two of C M alkyl, hydroxy, C M aIkoxy, 
phenyl, and/Or benzyl. 

14. (Currently Amended) A compound according to claim 1 , or a pharmaceutically acceptable salt 
^e4m^ thereof, in which X is -C(=0)- and It, is phenyl, pyridyl, pyrimidinyl, or pyrazinyl 
optionally-substituted with one to two of C M alkyl,. halogen, hydroxy, C M alkoxy, trifluoromethyl, 
trifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C M alkyl), N(C,. 
4 alkyl)2 and/or a C M alkyl substituted with one to two of halogen, hydroxy, CMalkoxy, 
trifluoromethyl, trifluoromethoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C,. 
«alkyl), and/or N(C M aIky]) 2 . 
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1 5. (Curreatly Amended) A compound according to claim 1 or a pharmaceutical^ acceptable salt 
or prodrug thereof, in which R s is hydfegu hydrogen or CH 3 . 

16. (Currently Amended) A compound having the formula, 




or an enantiomer, diastereomer. or a pharmaceutical^ acceptable salt or prodrug thereof, wherein: 
R3 is methyl or CF 3 ; 

X is -C(0)~ or -C(K))NH-; 

Z is selected from one of 

N ^ R,a >» h , >R7,) 0 , and ; 

R4 is straight or branched C 2 «alkyl; cycloalkyl optionally substituted with keto and/or up to two R 16 ; 
heterocycle or heteroaryl optionally substituted with keto and/or up to two R]«; C M alkyl 
substituted with up to three of halogen, trifluoromethyl, cyano, hydroxy, alkoxy, haloalkyl, 
haloallcoxy, nitro, phenyl, phenyloxy orbenzyloxy, wherein said phenyl group is optionally 
substituted with one to two R J6 ; or phenyl optionally substituted with zero to two R, 6 ; 

Rs, is selected from lower alkyl, halogen, trifluoromethoxy, trifluoromethyl, hydroxy, C M alkoxy, 
nitro, amino, C H alkylamino, and cyano; 

R71, is lower alkyl; and 

R,6 is selected from C N alkyl, halogen, hydroxy, C M allcoxy, trifluoromethyl, trifluoromethoxy, 

cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C M alkyl), N(C M alkyl) 2 and/or 
a C M alkyi substituted with one to two of halogen, hydroxy, C M aIkoxy, trifluoromethyl, 
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trifluoromcthoxy, cyano, nitro, phenyl, benzyl, phenyloxy, benzyloxy, NH 2 , NH(C M alkyl), 
and/or N(C M aUcyl)j; 
n is 0 or 1 . 



17. (Previously Amended) A pharmaceutical composition comprising one or more compounds 
according to claim 1 and a pbarmaceutically-acceptable carrier or diluent. 

18. (Previously Amended) A pharmaceutical composition comprising one or more compounds 
according to claim 1 6 and a pharmaceutically-acceptable carrier or diluent. 

19. (Canceled) 

20. (Currently Amended) She A method of treating Hnim TO in whirl, tin inflaunuai^ 
diso rder fa selec te d . fa n* asthma, adult respiratory distress syndrome, chronic obstructive 
pulmonary disease, chronic pulmonary inflammatory disease, diabetes, inflammatory bowel disease, 
osteoporosis, psoriasis, graft vs. host rejection, atherosclerosis. Alzheimer's disease, multiple 
myeloma, myocardial ischemia and arthritis including rheumatoid arthritis, psoriatic arthritis, 
traumatic arthritis, rubella arthritis, gouty arthritis, osteoarthritis pain and neuropathy , comprising 
administering to a patient in need of such treats » nW maceurica. , ftHipftcj ,^ „ 

to Claim 17 . 

21. (Canceled) 

22 ' ^ — meth0d 0f treatjng asthma - *m r esniratnrv Hi<t~cc svnd rnn, ft . ch^i, 
obstructive pulmonary disease, chronic milmo^ry i nflammatory Hic ease. diahct,,. 
inflammatory bowel disease, osteoporosis, psoriasis. vra « v , host r^cH^ 
Alzheimer's disease, multiple myeloma, myocardial jch ^a and &rthriti , lttpWlAim „ 
rheumatoid arthritis, psoriatic arthritis, traumatic arrt^ , „, b e|] a arthritis -nty ,rt^, 
osteoarthritis pain and neuropathy, comprising gdajnjster jng to g ^nt ja aegj oqugh 
tr eatment a pharmaceutic a l composition accordin g to riaim l« 
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